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No sample size calculation was performed. Based on prior publications in our laboratory, we used n = 4 animals per genotype for acetylomic
analysis. For all other experiments, a minimum of n = 3 biologic replicates are used and specified in figure legends.

Single outliers in a dataset were evaluated by Grubb's test. If an outlier was found (p < 0.05), it was removed and the remaining data are
presented.

With the exception of the acetylomic analysis, all experiments were conducted at least two independent times with successful replication. All
experiments contain at least n = 3 biologic replicates in the final datasets.

Animals were used from multiple litters at random, and control littermates were used when possible. In some instances, control littermates
were not possible due to the genetic crosses employed.

Most experiments were unblinded as animal genotype was carefully noted at each step. For plasma and urine analysis, laboratory staff was
blind to genotype.

Anti-acetylated lysine (Cell Signal Technologies; #9441; 1:100), anti-ATG9A (abcam; #ab108338; 1:100), : anti-ATG9A (abcam;
#ab108338; 1:1,000), anti-FAM134B (abcam; ab151755; 1:1,000), anti-SEC62 (abcam; ab140644; 1:1,000), anti-LC3beta (Cell Signal
Technologies; #2775; 1:500), anti-Beclin (Cell Signal Technologies; #3738S; 1:1,000), anti-p62/SQSTM1 (Sigma-Aldrich; P0067-200UL;
1:1,000), anti-beta-actin (Cell Signal Technologies; 3700 or 4967; 1:1,000 to 1:5,000), anti-p-PERK (Santa Cruz; sc-32577; 1:200), anti-
PERK (Cell Signal Technologies; #3192; 1:1,000), anti-eIF2alpha (Cell Signal Technologies; 9722; 1:1,000), anti-p-eIF2alpha (Cell Signal
Technologies; 9721; 1:1,000), anti-p-IRE1 (Novus; #NB100-2323; 1:500), anti-IRE1 (Cell Signal Technologies; #3294; 1:1,000), anti-
ATF6 (Millipore; #09-069; 1:250), anti-BiP/GRP78 (Cell Signal Technologies; #3177; 1:1,000), anti-ATF4 (Cell Signal Technologies;
#11815; 1:1,000), anti-H3 (Active Motif; #39763; 1:10,000), anti-GFAP (Agilent; #Z0334; 1:1,000), anti-IBA1 (abcam; ab178847;
1:1,000), anti-alpha-SMA (Sigma-Aldrich; #A7607; 1:100), ), anti-NeuN (EMD Millipore; #ABN91MI; 1:1,000), anti-synaptophysin
(abcam; #ab32127; 1:200), anti-PSD95 (Thermo Fisher; #MA1-045; 1:200), and anti-collagen I (abcam; #ab34710; 1:50).

Antibody validation was not conducted by the investigators but rather relied upon from prior publications or the antibody supplier.
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